{i9)0*swif«= (jp) «2) ^ H (If 1^ ^ ^ (A) ^n)mmmm^ 

#|g5|Z4_297494 

(43)^MB ¥«4^(1992)lOfl210 



(51) Intel.'* 
C 0 7 K 7/06 
A6 1K 37/02 

C0 7K 7/08 
7/10 



ZNA Z 8318-4H 

ACB 

ADU 8314-4C 
8318-4H 
8318-4H 



F I 







(71)fflHA 
















(22)ttieB 


iFdc3^p(1991)3H260 












(72)56?|# 


mm 35r^ 




























azmm 












fl^;iimms>fi>im>ff32io#i& 


















(14) mx 


?pa± ■I'tt » (^74) 





(54) imom] ^•:f'3'mm»t^om}^ 



(57) [S«9] 

HBt^ cn 

(Glu-Ile-Lea-Asp-Val-Pro-Ser-Thr- [Gly ] )n-OCa- 
CH(0R')-(l2 0IP 

^({i. Glu , He , Leu . Asp , Val . Pro > Ser , Th 

>. 7xnyd^>m. m>, ■:fa>}>. -feijx hu 
^->n^^3t'r. [Gly ] t4#«fr5*^»*V»tt#« 

U^SiV^i^'Jv-^SS&S-r. nttl:i5>e,3$t?©ia(c« 

EILDVPST»ttAt7><:rD:^^i?5'>l/ 
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BEST AVAILABLE COPY 



1 

HSic cn 

(Glu-Ile-Len-Asp-Val-Pro-Ser-Thr- [Gly ] )d-OC&- 
CH(OR')-CBiOR« 

Glu « He , Leo , Asp , Val , Pro , Ser , Th 

*r>«Ssaf. [Cly ] tt#«Ef«d»*«Vitt#« 
urn ^fiSftS&^bTl'iT'b.kVJ. *t, » 

[0 00 1] 

[0 002] 

:/D*:?^>«i^^^*jitj2 s^oEi^ciH'^TS&st'b*^ 
'n?.©Hr:^^'-*<-?-©7;V^->-i^'J 
-»-7XA7^>K (filT, Arg-Gly-Asp tK-T) S 

i:©ffisf^ffltaS)4fc©-r*5::t*tffl^^nTViS 

(Nature. 309 , 30(1984)) . KJfe, Arg-Gly-Asp WM 

3nTViS«H|^«. Arg-Gly-Asp Ba3HJSWr-5®-<rO® 

ST^P^t* mi^^^'fm^ (Polyier Preprints, I 
apan) , 38. 3149(1989). t*BI¥2-174797^) , Arg-€1 

y-Asp w<i^^r^^-:/^\^^mfmwmfmthxm 

V»*;trffi( !|$re¥2-4716^) . Arg-Gly-Asp ^^WcXy 
It PHHA IH*«Jia««l!!!iUTffltJS*}* (iftiW* 
(Polymer Preprints, Japan) . 37. 705(1988 
¥))!i«a©SnTV>S. 3 St. 5jtUY-»CArg-Gly-As 



(2) !l$HiF4-2 9 74 94 

(^BB¥l-309682<*. 4$P|Jl^l-305960^^) . Arg-Gly-As 

p-Ser iB3^$ Wr ^5}? U ^':f^ H Sft:^1-lfilSSfflifii/hfiffi 
affltLTffll>5:EF)S*i5i*^tnTV>.5 (!^I|B364-621 
7 ^) , Sit. Arg-Gly-AspE^J£=t-r'5:i-'J:f'^5^g^ 

V^T. ^f>«E^i&«lMf S^jtAJftetXTViS (Int. 
J. Biol. Macromol., 11 . 23. (1989), 11. 226 
10 (1086) . JpD. J. Cancer Res., 60 . 722(1989)). 

[0 0 0 3] -is. gie7^':/D^i75^>i>^rtlC[JAr 
g-Gly-AspEJ^Ki1-©ifflSaSifE?iJ*<#ft-r 5 C t feig 
S^MC^n, ^(Dnt-DthXlW CS (typelll homo 
logyconnectiDg segiient)^iAl'}(C#^'6CS \ 

ittJ) ifi&BtStlT^^^ (I. Biol. aea.. 262 . 68 
86(1987)) . ZOi^-^^m. Arg-fily-Asp ^-^^l^t 

TV>5. SftTtt. ■t©»^ffitt®g/J>*tt*^j';i'^'5 

>K-'l' y n-f i/^-D-f ■»-7X/'<7^ >S-A*U 
>-:/Dij>— feu>-hi/3r-> (6IT. EiLDv 

*iW6*»K:3nTV»5 (I. CellBlol.. 107. 2189(198 
8)) . 

[0 0 0 4] E ILDVP STmn^^ti>:tU 

:f'^:^?^Ha!)SVitt-€-©»Djit«jS««T-5. 'J*y 

-A»-5titt5-fe;V^©5^^^flcSJg^-r?.©ICfiji 
[000 5] 

©ffloawe. :insw^^i^i:-r4iitiiffl)!a®S3tffi 
^j:&<}:c;jiii/jN«i»ft • mmmmit^ z 

40 [0 0 06] 

[l!IIS»«-r«&*®#R] *5ilW©fl:^«itt. TE 

-(Kit (ID ■C^^3n?.'^:/9^Hffif^^lf-C*t). 

-ISA cn 

(Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr- [Gly ] )d-0(B»- 
(l(0Ri)-CH2 0R» 

^(f). Glo . He . Leu . Asp , Val . Pro . Ser . Th 

r tt. ■^-n-eni'ju^ 5 -fyn-f-^-x a^y 

50 X 7X/'<9^>K. A'UX T'DUX -bUX 



(3) 



#BI¥4-2 9 7494 



■t~>mSi'&Ht. [Gly ] tt#tt-r'5*^»St>tt#S 

5. 7v';«tUTJ4, S'JXh'fJUS. /VPS h-f ;u 

'J;!/S. 3, 7. 11. IS-Thy^^/l'^^^'f'y 

( 1 ) (Efi]S^ I ) 



CO 0 0 7] *KMCD^^t)<Djf* UV5iiffl«»JtLT 
tt. :J-hUe7Aa. AU-JAii, 7>'tr:'i7Aig. Ti^ 

^>'<:7Ajg, mstm, mmm. wmm> vmmmifff> 

[00 08] 
Cfllll 



Glu-lle-Leu-Asp-Vil-Pro-Ser-Thr-OCHf 

I 

CHOC..H,, 

I 

CHiOCt iHa a 



Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr-OCH, 

I 

CHOC I. Hi I 
I 

CHtOC.iH.i 



it^m (3) CBE3?1J#^1 ) 

Clu-Ile-Leu-Asp-Val-Pro-Ser-Thr-OCH, 

CHOR* 
I 

R'=(CH,),CH(CR,),CH(CH>)(CH,),CH(CH,)(CH,}«OH(CHj)CH.CHt- 

[0 0 0 9] 
lit 2] 
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(4) 

5 

it^^ (4) (E^IJS^ 1 ) 

Glu-1 le-Leu-Asp-Val-Pro-Scr -Thr OCHi 

1 

CHOCBib 
I 

CHiOC 1 1 H| s 

it^^ (5) (e^ijs^ 1 ) 

CJu-lIe LeuA$p-Val-Pro-5er-Thr-0CHt 

I 

CHOCOCi.lU, 

I 10 

CHiOCOCiillat 

it^^ ( B) CE5iJ«-f 2 ) 

(Clu-llc-Lcu-Asp-Val-Pro-SBr-Thr>t-OCH. 

I 

CH0C0C|»H3, 
I 

CH,nC(lC,,HM 

it^^ (7) (E9IJ#^3) 

Clu-lle-Lcu-Asp-Val-Prp-Scr-Thr-Cly-OCH, ^ 

I 

CHOCUCirHss 
1 

CHiOCOCmH^i 

[0 0 10] *«??cofl:^«tt, U'tzf^-tm^m 

(Dm^^^zsifii^^i!<D^^itf)mw-^ri. eildv 

ftf s 7 >r y D ^ i7 ^> l/t::/^'- 1 Jte-g-T? t ^ ^ ^ 
[0 0 11] 'A\z:^?^m(Di\:^^<o^^mzo\,^xmm so 

ochemistry. 2 , 394(1963))fc<kD^^T'5ilt^^T 4£? 

mm ^/^^y^h*^^coSllt^®lJ «L#) ^Bodans 
zky # "PRINCIPLES OP PEPTIDE SYNTHESIS". "THE PRA 
CTICE OF PEPTIDE SYNTHESIS" (Springer Verlag. New 

xoxY)\zum^nx^^^i5m^^^rnh^%xh^. ts 

-^SiJ^WSBTtt, DCC-additiveS, Ti^HS. ig'&K 
i^;l.*;l'3Ki;>f ^ H Sflfffli-^DCC-addi t iveffijSi^gfe A 50 



«pB8¥4-29 7494 

5 

Mr^^m^m^x^uxw^nr^ ct\z^r^^0Lx^ 

{b**, hU7;i/:j*D;jC^r>x>lU*>K-5F:f7ny- 

)m^Jk. h^)y)V:tmik''^t7=:v-)vm^^^ 
x$>^f)^. &:mmomm\z^-:^x\t-^ib\z^mu^m^ 

[0 0 12] *5!BJ<7){b'&'»^5>SS[UTS»J^SSligt-^ 

)V7B.>. 3^X7r5'>^>ffi. *X7r^i^;Wyvh 
-JP, *X775='i?;Vi^'J'feD-;k X7>f>:f5XU 

&^Vi«hU h>X-10 0. 2)^Ux5^l/>^Ua 

^>i?;P7Ji/3-;k •tf7f^>;a:f<z)i^«![as[it 

B*il#^1987¥^fT<7)7 7;PT^>7l/bfjL-No. 

[0 0 13] *l8MICfiS^i^^«^ftOSI»J*(^-jfiS 
jff*L<lli3^mS!)ffJllC*fLT0. 1-9. 0 (Sfi 

[0 0 14] -js^ cn T^^n^^fc'&titg^jBM 
^m%hxii^%^^^mi^^^^ismthx\t. 

(DU^V-Am^mrf3it>t>:i^)Vv'!7zyy^m (I. Mo 
1. Biol., 13 , 238(1965)). VX>!r-S/3>i£ (Bioch 
em., 8 , 344(1969)). "fU^-y^jm (Neurosci. Re 
s. Prog. Bull., 9 . 273(1971)). X^'/-;^ttAj^(B 
iochem. Biophys. Acta. 298. 1015(1973)) . 7l/>^ 
l/U-Xfe (FEBS. Lett., 99, 210(1973)). :2-)VmB^ 
m (J, Biol. ClieiL. 246 . 5477(1971)) , hUh>X 
-1 0 (Eur. J. Biochem., 85. 255(197 

8)), Ca**iK&jS (BioclieiD. Biophys. Acta, 394 . 4 
83(1975)). X-T-JWaXS (Biochem. Biophys. Acta, 
443 . 629(1976)). 7X-U>^ji (Biochem. Biophy 
s. Acta, 443. 313(1976)). mm»Mm^m (J. Biol. 
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7 

Chem., 252 , 7384(1977)) , W/O/WXTJl/J^a > 
S (J. Colloid Interface Sci.. 62 , 149(1977)), 3» 
^M^^ (Pro. Natl. Acad. Sci. USA, 75 , 4194(197 
8)) ;5:if©*)S*i»e.nTV>5*J. *%igT«±E©V^ 

CO 0 1 5] *fS?8T?fflVi6n«'^:/5^HR««^C0ia!# 

SS«ft:S«^;^ tf. StaigSg«sjT*-r<}; 5 fc P B S (NaHa 
PO* 5iiU, NaCl 70iiiM) '£.ft\t^m^:i<.iZ^WLLX, 8. 

[0 0 16] SeiC, *^M©'^:/9^HK9?fttt> 
« 'J jj? y - A "I" Cfi^ u & v-f i/ n * t -rn 

mmt. ms&m^i'>ni7no:37mm (eildv 
psT) s^u m=i7mmiiffLxmm^^^>n 

mmmm. ^mm^x^z,mm\zi;:^M'^mt 

CO 0 1 7] Liufiix. :i^%m<i>^-:r^mMW\t. 
•5-o^;&<tt>iaS£> «^icJ;t)fflffl©fi«£$fc» 

mm. !k/mmMmmm^ft\m&^^mmmtLx& 
^\zi&^ti>ctmmx$>^. mzmmmmism^ 

^\ -€-Of9:#fi(4, 0. 2 /X g/kg~4 0 0nig/kg©«H 
CO 01 8] KTt*«?3©^b^«>®^*«W*a^m 

*^m}tcn<^\zisM^n^h<Dx\tfs.\/^. a*, 75 
$K^&ffioTgLfc, ffl©ft:^t&«s|t>crc«9| 
C0019] 

[mm] m&mi 

aTK*5fii«©ft^i»i©^fiKW*^-r, 'fc^4» 

2 ~ 7 fc e: r icw^ 1/ 



(5) !^g8iF4-2 9 74 94 

8 

Cn Hj 8 OCH2 CH (OCio Hs s )CHj 0H©-&^ 
XSR (Synthesis. 503. am)iimo:^mziir)ViUV 
fti -^>P)l'ifU±a-)Vi2. 0g&h;i/x>'3 0 0 
ml KSA^ U, ;i©®ISlC»**Sfl:* 'J A 1 6. 0 g t 
l-yD^rA:^^lJ-TA>8 2g*JniA, KJ$:S^iBj& 8 

■&'\+1J->4 0 OiiilT?f&«Lfc. *2 0 0iilT2|HJiJlt** 

^mixf^t. ^m&mmbxmmmmft. 

>/SSX5^;i.= 4 0 : 1) t?S»U 1. 

•y-x->;i'- 3 -^>->?;i/i''j-feD-)i/&4i. 2 g (w^ 

95. 5%) nit. m'&mtXWi. (Biochemisrry. 2 . 39 
4(1963))BB«©-entHSUfc. 
[0 0 2 0] #6*afc:l, 2--:?'\+-t>-xv;V-3-'< 
>v;i'5'U-feD-;H£RKX?^)l'2 5 OiDltwffif»L, 1 

jSUTI^€. -fe^-f MS:SKxg^;i<'Ti^#Lfc:. 5 

6SlSftbT3?7;i'+;wi)^'j-fen-;M;i.H880C&CH(oc 

i.H33)CHj0H*jifeigS (34. 4 g) tLX%1t, <gltt 
filttXft (Biochemisrry, 2 . 394(1963))fB«S©iE-ni: 
HSLfc. 

[0 0 2 1] fiSS'^y^H©^^ 
BocSer (Bz 1 )Thr (Bz 1) OBz KNOs ) ©^jK 
BocThr(Bzl)(HSfl:# (tt) j5^e.ffiA) (15. 5 g, 5 
Ommol) . y-r V7'ntf;VX?;l'75> (6. 4 6g) . 

v>--Vu<y'j)\'-:ru5.Y (lo.sg) . glKx5^;v 

30 ( 2 0 0 ml) ©S^iliS; 3 ^ISlins^iS«EU&. ELm.^ 
*SfiK, fiaSi:&iS*=&2 OOmlTiftitU 

m^^&mmi.xm^mm'&ozvxx{ii\mi\m)^^ 
i:niri'nD*;i'A (loom) , h>j7 

;i':tn»ffi (5 OmI) SrlD^. SiSTS O^mK^-^'^ 
It. S«lSjSES*UitSit«KX5^;i. (2 5 Oal) « 
HDA. lNK8*3fl:?-KU>:;A*fi5j«. fiafDftiS*2S 
2 0 0nlTj?ci*U SI*l»Kth'J"i7A?l£<Sbfc. OK 

tttttlThr(Bzl)OBzl(NOj) &^S6<)tC#&. cniCBocS 
er(Bzl)(@Slb^ (lie) ii^eSX) (14. 8 g, 5 0 mo 
ol) . DCC (11. 4 g, 5 5mmo!) . H0Bt(6. 9 
g. 4 5mmol) . DMF (15 0ml) SJn^v O'C'CS 
om Siar2 4l^rafi|*:S1J-&. OCUrea ^£1^4 
t&aiCStt&iaEeAt. i'DD^jVAl 0 OmlSrJg 

A. 1 nmstKjR:?- u ^himm. m\fim.^ 2 0 

v^y^h^^mi'Xm'^. ^m.^msmmhxy^)ij*f 
50 )V{;u-7\>{f77^'- mm ^^D-y/Wemxf'jv 
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40:1) JC<fcOfflSSL, BocSer(Bzl)Tlir(Bzl)OBzl 
(N02)^tefi}fll^4S, (28. 3 g) tbXWz. 
BocProSer(Bzl)Thr(Bzl)OBzl(NOi) (D^gi 
BocSer(Bzl)Thr(Bzl)0Bzl(N02) (28. Og. 4 Smnio 

1) , BocPro mmit^ m) fi^^mx) (9. e 9 g, 

4 Smmol) , DCC (10. 3 g, 5 Oimol) , HOBt 
(6. 1 g, 4 Omnol) . DMF (1 5 Ool) ^jtRlA, 0 
"CTSOm SiiT2 4^raEJS;^-frfco DCUrea 

i:»iLit&\zmmm&m^L. do*;p^ i o o 

ml Sip A. lN^I6**:?-hU'>A*iS«. fiSfaftifi* 

:^9J-r^ 99:1) tCckO^fSlU BocProSer(BzI) 
Thr(Bzl)QBzl(N08) ^iififfttttt (29. 8 g) ttT# 
fc. 

BocValProSer (Bz 1 ) Thr (Bz I) OBz I (NO2 ) <D^«5 
BocProSer(Bzl)Thr(Bzl)0Bzl(N02)(28. 8 g. 4 Omio 

I) . Bocval mm'c^ m) t^^mx) (s. 7g. 4 

Omiol) , DCC (9. 3g, 4 Snunol) , H0Bt(5. 4 
g, 3 Smmol) . DMF (ISOml) ^iBA, BocProSe 
r(Bzl)Thr(Bzl)0Bzl(N02) (^^Stl^^JCffofco BocV 
alProSer(Bzl)Thr(Bzl)0Bzl(N02)&ffifi}atttJ (29. 4 

g) hx^xmit. 

BocAsp (OBz 1 ) Va IP roSer (Bz 1 ) Thr (Bz 1) OBz 1 (NO2 ) (^^fig 
BocValProSer (Bzi)Thr(Bzl)OBzl(N02) (28. 6 g. 3 5 
mmol) , BocAsp(OBzl) (») *^e»A) (1 

1. 3 g> 3 Smmol) . DCC (8. 3 g. 4 Ommol) , H 
0Bt(4. 6 g> 3 Omiol) . DMF (1 5 0ml) Sin 
X. BocProSer(Bzl)Thr(BzI)0BzI(N02) (b^lSLhMmz 
fi-olt. BocAsp (OBz 1 ) Va IP roSer (Bz 1 ) Thr (Bz 1 ) OBz 1 (N 

Q2) m&mm (33. 7 g) tLxn-^o 

BocLeuAsp(0Bz 1 ) ValProSer (Bz 1 ) Thr (Bz l)0Bzi(N02 ) CD-^ 

BocAsp(0Bzl)ValProSer(Bzl)Thr(Bzi)0Bzl(N02)(32. 7 
g, 3 2 mmol) . BocLeu (MMit^ (W) it^^mX) 
(7. 4g. 3 2mmol) . DCC (7. 2g, 3 Smmol) , 
HOBt(4. 6g. 3 Ommol) , DMF (15 0ml) SJD 
A, BocProSer(Bzl)Thr(Bzl)0BzI(N02) (O^gLtmmz 
fr^tc. BocLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)OBzl 

(N02)^«ie}ft«« (33. 5 g) tbxnn:. 

BocIleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)OBzl(NOi) 

BocLeuAsp(0Bzl)ValProSer(Bzl)Thr(Bzl)0Bzl(N03) (3 
3. 0 g, 2 9mmol) . Boclle (MMib^ (W> fi^?>m 
X) (6. 7 g> 2 9mmol) . DCC (6. 8 g, 3 3mmo 
1) , H0Bt(3. 8 g, 2 Smmol) , DMF (1 5 Om 
I) ^M^. BocProSer(Bzl)Thr(BzI)0Bzl(N02) 
tnWzfi'Dfco BocIleLeuAsp(OBzl)ValProSer(Bzl)Th 
r(Bzl)0Bzl(N0a) ^Sfiiftttte (34. Ig) tUT# 
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10 

BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)0 
Bz1(N02)(O^JE£ 

Boc 1 1 eLeuAsp (OBz 1 ) Va IProSe r (Bz I ) Th r (Bz 1 ) OBz I (NO2 ) 
(33. 7 g. 2 7mE0l) , BocGlu(OBzl) (Sjgfk^ 

m i)>^mX) (9. 1 g. 2 7mmol) . DCC (6. 2 
g> 3 Ommol) > HOBtO. 8g> 2 Smmol) , DMF 

(15 0ml) ^Sn^, BocProSer(Bzl)Thr(Bzl)OBzl(N 
O2) (D'^gc.tnmiZff'otZo BocGla(OBzl)IIeLeuAsp(OB 
10 zl)ValProSer(Bzl)Tkr(Bzl)OBzl(N02)$MfiiA«(4lr (3 

4. ig) tvxmz. 

BocGlu(OBzl)IleLeuAsp(OBzl)ValFroSer(Bzl)Thr(Bzl) 

BocGlQ(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)rbr(Bzl)0 

Bzl(N02) (1. 4 7 g, immol) ^9 0%mB. (4 Oml) 
\zmML. MIS* (0. 3 2g, Smmol) S:3niA. O^CX 

^m^m&mt&L. ^x>^^m?ixm&zbm^x^ 
)vxi6ihvrc. mm±h^jOAx^i^brcmz. m&m 
20 Wk\yXi^^)ijV)v^u^vifyy>(- mm. ^nn 

*;^A/;t^y-;V 99 : l) lcJ;DfilKU BocGlu 
(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl) 

mm (0. 9 7g) tXyxntz. 

[0 0 2 2] ^Wi^:f^YtV7)V^)V!f^}tn-m 

BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)0 
CH2CH(0CieE3 3)CH2 (OCiellas)^^)^ 
Boc61u(0Bzl)IleLeuAsp(0Bzl)ValProSer(Bzl)Thr(Bzi) 
(0. 9 3 g, 0. 7mmol) . Ci(iH3 3 0CH2CH(0Ci6H3 3)CH2 0H 
^ (0. 3 8 g> 0. 7mmol) > DCC (0. 1 7 g. 0. 8mmo 
1) . i?np*;VA (5 0ml) SJDA. O'C'CS 05> 
M. ^MT2 4^raSJ«:$-ti-fco DCUrea ^I^SUfc 

mzmu^w&'S^h. ^uui^)Vhi 0 omi&inA. 
1 i^m,i\^mt V u ^i^imm. im'km^^2 o omi 

99:1) (Cj;OffifSU. BocGlu(OBzl)IleLeuAsp(OB 
zl)ValProSer(Bzl)Thr(Bzl)0CH2CH(0Ci6H83)CH2(0Ci8H 
40 33)$afi«a* (1. 0 4g) thxntz. 

[0 0 2 3] m.m.^^mm 
itm (1) 

BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)0 
CE2CE(0Ci6H3 3)CH2 (OCuEss) (1. 0 4 g> 0. Smmol) \Z 
!;uu^)Vh (2 0ml) , hU7;i/:tn»K (2 0ml) 

^io^, SMT3 05^ffflsi£;$-&fco mmm^^i^i. 

1tmz^uu'is)VK (5 0ml) SrlniA, 1 NKK*^:^ 
^ 'J 'j7A*»fat. fiafP:fta*#5 0mlTiJfei*L> mim. 

50 ^iS&»EfiSL/Tafil&7NH-Glu(0Bzl)IleLeuAsp 



-1098- 



1 



(7) 

11 

(OBz 1 ) Va IProSer (Bz 1) Thr (Bz 1 ) OCH. CH(OCi . & > ) CHz (OC 

i.H,s) ssftwicfffc. cinssK (soul) {zmm 

U. SK<£i§EJEES55U«:. ->'J:<7y;>i'aT ^i^7 7-1• 
- (^lUat i'DDjjKjVA • 65:2 
5 : 4) KJ:D««U (1) S7 3 Oii8#&. 

[0024] FAB-MS 1 3 94 (M-H) 
75/K4^*f :Glu(0.95). Ile(l.ll). Leu(1.03). Asp 
(0.98), Val(0.89), Pro(0.99). Ser(0.92). Thr(0.89) 10 

SkTiZ{t^^ (2) 0^^!c{«$*-r. 
[0 0 2 5] *JS«^51E«®:;&StCLfc*lK fll^t) 

(2) s^j«L&. i-::rnt'\+-t)-x*>si-:/n 

FAB-MS 1 450 (M-H) 
75yK4>«t:Glu(1.04). Ile(1.09), Leu(1.09), Asp 
(0.91). Val(0.97). Pro(0.90), Ser(0.83), Thr(0.80) 

20 

HTfcfli^* (3) (D^mm^m. 

[0 0 2 6] «iSC9ll3«0*}*tLfc*H>. ft^ft 

(3) S:^jaL.&. 1 -:/D^A:^■!^•T*>£l-3- 
H-3. 7. 11. 1 5-rh9pif';i''s+iJ-T*>te 

FAB-MS 1 5 0 7 (M-H) 
75/8^J-*f :Glu(0.96), Ile(1.05), Leu(0.97), Asp 
(1.00), VaKLlS). Pro(0.91), Ser(0.82), Tbr(0.8S) 
*6t{^4 

filTlcfl:-g-i) (4) ®-&{SW&*T. 50 

[0 0 2 71 %^mmi<r>:^m\zhitm\ vc^m 

(4) i-:^n^'\+-y-T*>*i-:/D 

FAB -MS 1 2 8 2 (M-H) 

75/Kii'«f :Glu(1.07), Ile(1.06), Leu(1.08). Asp 

(1.03). Val(1.09). Pro(0.94). Ser(0.77). Thr(0.81) 

HTK^k^te (5) ©^fJEWSa^T. 
(6) , (7) fe;iric«fii^tfc:)?ffir^*K-ets. 

[0 0 2 8] (Syathesis. 503(1985)) £«(0!>::&j£ 40 
ic J: OMKUfc 1 -'Oi'jPii'U-ir o-;P 1 8 g Sii^b 
^'^VyiOOmWZ^mU h-fJl'i'DiJ H5 5 

g, hUX9^;l/75>20. 2 g^EDoA. ^^ari 2^W 

;in*iNKK*^i-h'j'>A*m fiaw 

1^>:»KX5';^ 40 : 1) KJ:0»»Lfc. 1. 2 

h-f 3 -'^>i7;i/-i^'j-irn-;i.?:iifi 
llSlltUT6 0g»&. KT, ai«SWieS8©;5j£Tfl: 50 



!|$ffl¥4-29 7494 

12 

(5) ^S^^bSio 
[0 0 2 9] FAB-MS 1 4 22 (M-H) 
75/8»«f :Glu(1.10). Ile(0.99), Leu(1.05), Asp 
(0.98), VaKLOl). Pro(0.99). Ser(0.88), Thr(0.83) 

£iiT»cfli^4& (6) (j>^m^m, 

[0 0 3 0] *»«5E«0*j£CLfc*JK ft:^«l 

(6) Um^':f=^Y<n'^mt. BocGlu(OBz 
l)]leLeuAsp(0Bzl)ValProSer(Bzl)Thr(Bzl)0Bzl(N02)& 
h'J7)l':ta»KTfflabTBoc SS|!§{*UfcGlu(OBz 
1)11 eleuAsp (OBz 1 ) ValProSer (Bz 1 ) Thr (Bz I )OBz 1 (N0> ) 
<>:BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bz 
1 ) OBz 1 (NOj ) i£M«a/»KTMa \^Xx>-~Vu^y'J 
;l'S&|i|s£L'&BocGlu(OBzl)IleLeuAsp(OBzI)ValProSer 
(Bzl)Thr(Bzl) SDCC-HOBt mzi:f)7=y!f^y 

[0 0 3 1] FAB-MS 2 2 77 (M-H) 
75yK^«f :Glu(0.99), I led. 08). Leu(1.09), Asp 
(0.99), Val(Lll). Pro (0.94), Ser(0.85). Thr (0.80) 

KTCflS^tt (7) (D^m^t. 

[0 0 3 2] %mm5um(r>i]mz\^itm\ 

(7) S^^Ufc. n}VS.V-i)],!7W)Y^7.7-7U-( 

)V!;afj \i\z^-ShXif')±a-)vmm»i^^\ytt. 
^m^-:f^\'<0'^mt. BocGlyOBzKNOj) SfflSMfcHt 

vxhtim^mkm^Lfc, 

FAB-MS 1 5 3 5 (M-H) 
75/»^^«f :Gly(1.05). Glu(0.99). ne(1.08). Leu 
(1.09). Asp (1.02), VaKl.OB), Pro (0.92). Ser(0.8 
8). Thr(0.79) 

&rF\z^m(o{t^^ (1) mmm^Tf^t, sfc, it 
(2) ~ (7) hcc\zm^Lit:^mxmiitxt 

[0 0 3 3] *55W©fl:^<» (1) (1 OBg) Si'Dn 

*jwA«cj§»u mm^m&s^Lxmm^m^t'ft 

^at? 1 ^ra«*6Sli:fcftlc, PBS (lOnl) & 
JilAT:/5>V>ltllieWJfi*^'V:>-f1f-*5r)P2 5 
01IT2 0W, 1 S^m^JSiLft. iJ-itjat*5'j5}?7tt 
fiV-f Wi? X G V ir J: 13 LTaWfflfifflSPS 

msk • immmtLxm^mxibz. 

&,riz^m<o{t'^m (5) (omm&mr. it 

(1) ~ (4) , (6) . (7) "bCdfcfiflSUfc 
[0 0 3 4] *^?|»fl:^«J (5) (Smg) . P/VVi. 

h'i';i/3jcx7r?^-:^;i'3ij> (sng) *irDD*;wAfc: 

mm\.. Sffi^^jEESiUTjiKSJBfS^^fc, sat? 

lf^|IQ9E:jtl^ii:/!t%ic, (1 Oml) %ttl;iT 
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2 ow, 1 bm^WLvrt. iMtttssu^jaav-f 

Ui7 7 G V K J: 0 5a«aUTftltffl9BW*n«L/fe. 

aTfc*58M®fl:^* (3) ©«3ww**-r. it 
(1) , (2) , (4) - (7) 'b;:i:fc«i^i/fc 

[0 0 3 5] *3gM©fl:^«i (3) (5IW) . jmi/j/ 

9=-> (5Eg) . nl^XxD— Jl/ (Smg) &i/^D/}^;^A 

TlB#MS£«iS1i-ft:^lC. SaftifcK (10ml) f£jDA 

Ty7>v>a«iew»*ti^^-'rif-tx;v2 5 os 
-72 ow, 1 5i^mmbJt. i^«jsssu*7ftKv 

m&mi 1 
)£) s^r. 

[0 0 3 6] *%WO'^:/5^Htl»#tt, iffllS07-<:/ 
«IAHWBB¥l-309682^. 1*MJF2-174797^. 
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^Methods in Enzyiology jS82#, 803(1981} (cM^^n 

(«c) A^ewA) SPSS v)>mm.mm rioue 

/nUzmMU -t-O^fflcS Otf 1 S9 6wellW4^'JX?^ 
Uy-fU-hiZXn. 41C-7-8i6«JiL'T3— rY>if 

(BSAix) iMx. 3 7^;. i^raftfiu -eog 
mmt^ (PBS) sm»3i5»c*«obT!8«:/i/- 

Dulbecco's Modified Eagles Medium \Z^WLbft^':f^ 

mmmms o u i *±E©*feTfp«bfc:/^- 

McXn, ■€■^:'^NRK49F (1 X 1 O'cells/Dl) ffiSffi 

* 5 0 M 1 jpA, 3 7 'c-ri NfKftfiU. m&s^s 

PBST3[iItti^U, *a^©«ite&l»SUfc 
0. 0 2 5%EDTAV^)':f'»mWi-vm^bftm!& 

20 JUbfc. <g«£Sl(C*T. EILDVPSTtt 

fk-fV) >- :/DiJ >-• feU >- M/:tr.>©3i-i'^"< 

[0 0 3 7] 



:/o*jr?>fc^-rsilHlfiott«jf5(« 

'^:/5'Ffl»# 0 0.25 0.5 1.0 2.0(iiig/iDl) 
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mmmi 2 

[0 0 3 8] *3«?B©'<7'5^Hlg|»f^:©IN VITR 

«f«*t hiiiiactci/9fi®3. 8%i;x>mt}'>}':JA 
SlDA, l&iit^m (10 0 Orpm , 1 0»m SL/T, 



1 »C'^y5^Kil»ft:2 5« 1 (max 1. Smg/ml) SlP 
A. 34^W3 7t;r-f>+a'«-M/&«. 2 0~5 0 
ttM ADP (7x/i^>2iJ>|» »tt»«V»tt2 0 0 

1 /ml ©3 >SfJS!& 2 5 ti 1 jiDAT. mk(om 

[0 0 3 9] (%) ( 1 -T/To) XlOO 

T :'<:^5^H«»#»llIll^Ojaai8 
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[0040] 

[0 04 1] mmn: i 

ffi5tJ©SS : 8 

61u He Leo Asp Val Fro Ser Tbr 

1 5 
[0 0 4 2] E*iJ#^: 2 



♦ EJUcDES : 1 6 
7 7 > M! : N 7 7 ^ > h 

20 mm 



61a lie Leo Asp Val Pro Ser Thr Glo He Leo Asp Val Pro Ser Tbr 
15 10 15 



[0 0 4 3] mmn: 3 
mm^^ : 9 

EJiJ©aa:'^:/?H 



30 mm 

Glo He Leo Asp Val Pro Ser Tbr Gly 
1 5 



yu>h-^--J(Dmt 
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-Thr- (Gly) )n-OCH2-CH(ORl)-CH20R2, where (Gly) is glycine residue opt. 
present, n is an Integer of 1 to 3; and Rl and R2 are respectively, 
hydrogen or a straight or branched chain acyl or 8-24C alkyl, opt. 
substd. and (un)satd. , the asymmetric carbon present in the molecule 
may be racemic or optically active, or a salt thereof. 

An adhesion inhibitor for animal cell contg. the above peptide 
derlv. (salt) and a platelet aggregation inhibitor contg. the above 
peptide deriv. (salt) are also claimed. 

USE/ADVANTAGE - The deriv. can be used in a cancer metastasis 
inhibitor, a wound healer, an immune inhibitor, a platelet aggregation 
inhibitor or a neuropathla treating drug. 

In an example, 12.0 g 1-benzylglycerol was dissolved in 300 ml 
toluene and then 16.0 g KOH and 82 g 1-bromohexadecane were added and 
the mixture is refluxed for 8 hrs . After cooling to room temp., it was 
diluted with 400 ml hexane and washed with 200 ml water twice and dried 
on anhydrous Na sulphate and filtered and concn. in vacuo to ^give a 
colourless oil. It was purified by silica gel chromatography to give 
41.2 g 1, 2-dihexadecyl-3-benzylglycerol (Yield: 95.6%). It was reacted 
with Pd-C to give 34.4 g dihexadecylglycerol . It was condensed with a 
protected peptide and the condensate was deprotected to give the cpd. 
(II). It showed a platelet aggregation inhibition, IC50, of 20 
micro-g/ml for ADP stimulation and 25 micro-g/ml for collagen 
stimulation. 
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